Factors that contribute to the onset of atherosclerosis may be elucidated by bioinformatic techniques applied to multiple sources of genomic and proteomic data.
Introduction
Atherosclerosis is a multifactorial disease with a strong genetic component. Genome wide association studies for coronary artery disease (CAD) related phenotypes have identified at least 56 susceptibility loci at genome wide significance 1;2, and a study into the role of low-frequency (frequency 1% -5%) and rare (frequency < 1%) DNA sequence variants in early onset myocardial infarction (MI) identified additional candidate shown along with the proxy SNP (Supplemental Table   S1 ).
Construction of Gene Interaction Networks.
The selected CAD associated genes from above were 
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Results

CAD Associated Gene Prioritization. The 162
CARDIoGRAMplusC4D SNPs were associated with 160
unique genes, based on proximity alone. eQTLs were prioritized by selecting cis SNPs with a minimum eQTL score of 6 (p=10 -6 in their respective, original study).
eQTL analysis with the 162 SNPs and their LD proxies identified an additional 34 unique genes that were not included in the previous publication. Seventeen of the original positional candidates were also eQTLs (Supplemental Table S1 ). Twelve SNPs were associated with expression of at least two nearby genes, with a maximum of four genes for rs602633 (CELSR2, SORT1, PSRC1, and PSMA5). The strongest overall eQTL was with rs1412444, a proxy for the original SNP rs2246833 Construction of the Gene Interaction Network.
Of the 194 unique, CAD-associated genes curated from the CardioGramPlusC4D study and the eQTL analysis combined, 185 of these were found and mapped in the IPA database. These genes were used as seeds for the network construction. IPA network construction identified four major networks (Supplemental Table S2 ).
These four networks were then merged into one large network, which included 422 connected nodes (molecules) with 1890 edges (relationships) (Supplemental Table S3 ). Pathway Analysis. The top-ranked proteins from Table   1 were selected to perform metabolic and signaling canonical pathways analysis using IPA. The result is shown in Supplemental be regulated by these SNPs, but without additional functional data these loci were difficult to identify and we used the most likely genes to be involved in each region.
Conclusion
Using a protein-protein interaction network approach, we have identified the most likely genes involved in CAD-related phenotypes using the CARDIoGRAM GWAS meta-analysis as a starting point 2.
In addition to the well-known candidates, we identified a 
